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(57) Abstract 



Novel N-bci^yldioxothiazohdylbcnzamidc derivatives represented by general formula (1) which improve 
insulin resistance and have potent hypoglycemic and Hpid-lowering effects, wherein R' and R2 arc the same or 
kIwv 1^1?^ represents hydrogen, lower (Cm) alkyl. lower (Cs) alkoxy, lower (C1.3) haloalkyi, lower (€,.3) 
haloalkoxy. halogwio, hydroxy, nitro, ammo optionally substituted by lower (C1.3) alkyl or a heierocycle, or R' and 
may be bonded to each other to therel^r form methylenedioxy; Rs lepiesents lower (C1.3) alk<«y. hydroxy or 
halogcno; and ~ represents a double or smgle bond. ^ j j j 
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(0. 8iHl), (lOml) ©Zi^i^^x^ - >X:J'-^lK7K^g 

LT 634iiig (86%) fl^o 
IH NMR (dg -DMSO) . 5 : 3. 83 (3H, s) . 3. 90 
(3H. s) , 7. 34 (1 H. d. J =9. 3Hz). 7. 79 (1 H. s) , 
7. 76 - 7. 83 ( 1 H. m) , 7. 8 7 - 7. 92 ( 1 H. m) , 12. 59 (1 H, 

s) 
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2-y h^'>3cJil#i!p« f'/l' (9. 52g) *DMF (250ml) {ClSffl 
MWl. 3. 5kg/cin2 {c7k3!51nET10%/N-7 -i; (10. Og) 

mmi. gW{b#ifef*T^;U7 7X<i:LT5. 88g (61%) ntZo 
MS (m/z) : .295 (M+ ). 
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5- (2, 4 - v^:t-^V^7y >J 5 -'f U X >) y f-;U- 
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(100%) ntzo 

NMR (dg -DMSO) . 5 : 3. 89 (3H. s) , 7. 31 
(IH, d, J=8.8Hz). 7.76 (IH. dd. J = 2. 4. 8. 8H2) . 
7,79 (IH. s) . 7.89 (IH. d. J =2. 4Hz). 12.58 (IH. 
s) . 12. 91 (1 H. b r) 
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m-^if%mmwy. ^mmi-h^)^M. aiug) ^tk (3 mi) km 
^xf-;i.=io: 1) x-mmi. mit^^=^:m^mtLi:i.ng 

(45%) ^ifCo 

NMR (CDC 1 3 ) s 5 : 3. 25 (1 H, d d. J =7. 3. 
14.6Hi), 3.46 (IH. d d. J=7.8. 14.2Hz). 3.75 (3H. 
s), 3.93 (3H, s), 4.38 (IH, t. J=7.8H2), 7.09 
(IH, dd. J =8. 8. 10. 8Hi). 7. 38(1 H. d d d. J = 2. 4, 

4. 4. 8. 8H2), 7. 80 (1 H, d d. J =2. 4. 6. 3Hz) 
MS (m/z) : 3 18. 3 20 (M+ ) 
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2-yn^-3 - (3-pf h^v^;57;l/5jC-;l/- 4 -7;U:ta7x 
:f n (1. 22g) ©x^y-;U (40inl) ^^gtlc 

i^^-cpU Sm^tlfz'^^ y.-T'Jl (20ml) . n-'\4^-9-> (40 

Lfco ^#t>nfc@^^:^x;^5it7 > (lOmO IC^^L. 6N:^M (20 
ml) ^Ua:LX smmiJaMiMmtfzo ^K^lKiw-^^^ai L^igS 

^JtK. TK^^Iti^L. gfitllL^i^^i^SiLT 403ing (39%) ^ 

NMR (dg -DMSO) . 5 : 3.22 (IH, d d. J = 
8.3. 14.2H2), 3.51 (IH. d d. J=4.4. 14.2Hz). 4.95 (IH. 
dd, J=4.4. 8. 3Hz) . 7.27 (IH. dd. J =8. 3. 10. 8H2). 
7. 51 (1 H, d d d. J =2. 5. 4. 9. 8. 3Hz). 7. 74 (1 H. d d. 
J=2.5. 6. 8H2) , 12.05 (IH. s). 13.28 (IH, s) 
MS (m/z) : 269 (M+ ) 
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C H N 

s^nm 55. 04 3. 46 6. 42 
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^ilg!ll5--38 
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3. 94 (3H. s) , 4. 38 (2H. d. J =5. 9Hz). 6. 69 (2H. d. 
J=8. 8H2). 7. 18(2H, d, J =8. 8Hi). 7. 28(1H. d, J = 
7. 9Hj). 7. 74 (1 H. d d. J = 2. 2, 7. 9Hi) , 7.78 (IH, s), 
7. 95(1 H. drj=2. 2Hz). 8. 59 (1 H, t. J=5. 9H2), 12. 
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ll$i6g>j40-48 



wo 96/38428 



PCT/JP9dy01459 




wo 96/38428 



PCr/JP96/01459 



2 2 





1X3 m 


CO 




e> o> 


CO OO 


iO CO 
C3 ^ 


eo 


oa 
to r— 


<M OO 




u» ir> 




CO CO 


CO CO 


CO CO 




CO CO 


CO CO 


CO lO 


mm 


0> CO 


^ ro 

ca csa 


F** CO 


^ ro 
•-4 e» 


CO oo 
«o 


OO CO 
CO CO 


CO \r> 

OS CO 


• to 

c— eo 






CO e»9 




CO CO 






to to 




^ <«tft 






e o 
oo e» 

a» e 


oo o 

CNS 
■CO CO 


CO OO 
oo CO 

ea csk 
to u» 


CO CO 
U> lO 


flO » 
CO 

e~ c— 


CO'OO 
CO <^ 

CO CO 


^ m 
CO 

to to 
to to 


fc— o> 
oo to 

to CO 


to CO 

so e>- 

CO CO 

tn to 




CO 




CO 


O 


O 


o 


CO 




CO 






CO 

o 


cT* 


CO sT" 


CO 

o — 


CO sxT* 


O* 

as 


CO 

o 


SB 


IK 
50 


Is. 




JSU 






*-» • 


«<»» 
fib 




be 














aT] 




3S 






o 


o 


o 


o 


o 


o 


o 


C^ 




















<=> 




^ 1 


FN 




«N 

!». 


*** 


K 


— 1 . 






o 


O 


o 


o 


*o 


o . 


O 


o 


O 


OS 


1 


1 


s 

( 


s 

1 

CD 


1 

CO 


s 

.1 


M 

I 

CO 


M 

1 

CO 


1 

CD . 




o 

1 

lO 

«o 


«» 

1 


o 
I 


o 

V 

1 


»-» ^ 

•*> O 
«» — 

6 -o 
1 « 
^ a 
. « 

CO — 


o 

I 


1 


J3 H 

*- o 
«» 

a 

1 o 
^ c: 
. ■» 

CO — • 


fib 








C4 


■o 




to 


CD 


r— 





wo 9608428 



PCT/JF96y014S9 



2 3 

N- (4 - h 'J 7;U:r - 5- (2, A-P^ 

K 

N- (4 - h U 7;U^ny - 5- (2. 4-i^:t 

^vf-ry; 5 -^r p« 2 - y h^i/oxr $ k 

(800nig)©|R7Kii{b;< ^L/> (30inl) l®?S{C7;Hf K 

^-rr^x-T-fe h v/^ina^Ts 1. ^i^^Mzitt^^ym-mt/^ 

ly>mm (2. 20ml) < ^?gTL/Co EST* 6 ^F^^^ L/r^. 

^M^tLT eiSmg (80%) nt^o CIO fc©<^x^ y -;U-7k*^b 

146. 0-148. 0 V 
TC^^^M (%) : CjgHijFg Nj SiLr 

C H N 

ff^M 53. 77 3. 56 6. 60' 
53. 92 3. 88 6. 49 

(-) -N- (4 - h U 7;b:tny -5 - (2, 

4 - =^7 'J y - 5 - h^i/O 

nmrnur-ni^tlfz (±) -N- (4- h «j7;U:«-oyf-;K> 
v?;i/) - 5- (2. 4 - i^;j- + v^T7U v'^- 5 ->f ;i/) ^f-;i/ 
-2-y h^i/^>X7$ Kl. 00g^l^®^xf-;l/20iBUcJnl^^)5?L 
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tzo ?^iP^N L (-) -7x^x5^;l/7 ^ > 0. 276g<£rjD;is —Mm 
0.753 g©L (-) -y :z.^-^i-JlT i ^^'^^^mii-^^tLxn 
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